The Regional Cancer Therapies article series marks the fourth anniversary of the relationship between the Society of Surgical Oncology (SSO) and the International Symposium of Regional Therapies via the Annals of Surgical Oncology. The remarkable success and alignment has led to a closer association between the two groups, with a resulting joint SSO-International Symposium of Regional Therapies at Jacksonville in 2018. We celebrate this association and the remarkable advances in regional therapies with this very special supplement.
Last year was a key year in cancer care and the use of regional therapies. Several ongoing clinical trials have accrued successfully, and we look forward to the results of the recent few U.S. and International trials examining the role of regional therapies in peritoneal metastases. The field of hepatic and limb regional therapies have been punctuated with advances in regional therapies including immunotherapy, oncolytic virus therapy and catheter-based therapies. This year saw the National Comprehensive Cancer Network (NCCN) guidelines and the European Society for Medical Oncology (ESMO) guidelines endorse the use of intraperitoneal chemotherapy for colorectal metastases. Additionally, the 8th-edition American Joint Committee on Cancer (AJCC)/Union for International Cancer Control (UICC) classification now identifies patients with peritoneal disease (M1c). This supplement collates some of the remarkable work presented at the International Symposium of Regional Therapies, in Snow Bird, Utah 2017.
The first two articles examine appendiceal epithelial neoplasms (AENs) with peritoneal dissemination and an attempt to validate the Peritoneal Surface Oncology Group International (PSOGI) classification of AEN. Baratti et al. 1 examined 265 patients with mucinous peritoneal disease and found that the 10 years survival rate for patients with acellular mucin was 90%, 63% for low-grade disease, 40% for high-grade disease, and 0% for signet ring cell disease. Similarly, after examining 310 patients, Choudry et al., 2 found that the 5-year progression-free survival rate was 100% for patients with acellular mucin, 83% for those with scant cellularity, and only 27% for those with moderate cellularity. Although these articles corroborate the discrimination of the new classification, they point to the importance of cellularity in the extra-appendiceal mucin.
Extra-appendiceal epithelial cells have been suggested to indicate a high risk of recurrence. Guaglio et al. 3 present a prospective series that challenges this paradigm and suggest that any low-grade appendiceal neoplasm (LAMN) with pelvic or right lower quadrant acellular mucin or cells can be treated with a radical appendectomy. They also suggest that this group of patients might not have a high risk of recurrence and can be safely surveilled. Although these data are intriguing, larger and longer series are necessary to define the risk of recurrence better.
The technique for the delivery of hyperthermic intraperitoneal chemotherapy (HIPEC) has been understudied, and this series includes four articles that attempt to understand several physiologic components of the technique and its effects on the host. Franko et al. 4 identify antimicrobial properties of the perfusate, whereas Stewart et al. 5 question the value of dextrose containing perfusate carrier due to deleterious hyperglycemia. The association of core body temperature in predicting postoperative complications is suggested by Goldenshuger et al. 6 after examination of outcomes for 115 patients. In addition, Feferman et al. 7 question the role of routine granulocytemacrophage colony-stimulating factor (GM-CSF) support for patients undergoing intraperitoneal chemotherapy because their observed incidence of leukopenia was 7%. Such investigations are critical to advancing our understanding of the technique's components.
Cytoreductive surgery and HIPEC can have significant morbidity for patients, and the next few articles explore several factors that predict the morbidity of the surgery. Not surprisingly, Chouliaras et al. 8 find that preoperative frailty correlates with significant morbidity and mortality (grade 4 morbidity, 7% [non-frail] vs 33% [severely frail]). In addition, Kelly et al. 9 found that patients with a high Charlson Comorbidity Index and stoma creation were at a high risk for 60-day readmissions, which occurred for 17% of all patients. Further highlighting this important issue, Choudry et al. 10 found that 34% of 1435 patients undergoing CRS ? HIPEC had ostomies, which were reversed 82% of the time if they had loop ileostomies, but almost never (\ 10%) if they did not. This is consistent with previously reported data showing that a stoma creation is not without morbidity for such patients and that a significant risk of non-reversal remains.
Votanopoulos et al. 11 and Kluger et al. 12 present some intriguing work on the management of peritoneal mesothelioma. The former reports from the PSOGI registry on favorable outcomes for patients who have low-volume biphasic mesothelioma with complete cytoreduction, which is sometimes considered a contraindication to surgery. Kluger et al. 12 present a unique but an effective two-stage cytoreduction and heated intraperitoneal chemotherapy protocol for patients with mesothelioma, demonstrating favorable recurrence-free survival in this otherwise difficult histology.
In an attempt to understand the effects of regional therapies on aggressive histologies, the next four articles explore the role of this therapy for desmoplastic round cell tumors, high-grade appendiceal endometrial carcinoma, and multifocal cholangiocarcinoma. [13] [14] [15] While noting the aggressiveness of histologies, the first three articles show a common theme, that a complete cytoreduction results in favorable recurrence-free and overall survival. Interestingly, although the Peritoneal Cancer Index (PCI) score was predictive of ability to cytoreduce, it did not predict survival for patients with high-grade appendiceal or endometrial carcinoma. Wright et al. 16 18 In addition, a meta-analysis on the role of isolated limb infusion (ILI) for sarcomas presented by Neuwirth et al. 19 demonstrates a complete response rate of 26%. This comprehensive analysis of regional therapies used for the limb is the result of collaboration, science, and persistent efforts at centers of excellence.
During the last several years, advances in the field of regional therapies have occurred due to teams of people working together, and this supplement is a result of collaborative work from researchers, physicians, health care providers, and patients. We hope to see you at Jacksonville in 2018 and create better ways to work together.
